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AB - Background: With current antibiotic discovery activities and 

antibiotic use, antibiotic drugs have finite effective lives. As an 
example, even vanomycin, the glycopeptide "antibiotic of last resort," 
produces resistant strains of enterococci. The discovery of novel 
antibiotics is essential. We have investigated the MembraneChipTM to 
screen arrays of distinct microbial specific membrane targets 
simultaneously for novel antimicrobial drugs which operate via 
membrane disruption. Methods; The flat surface of a MembraneChipTM is 
designed to expose all features of the membrane target array to a 
single reagent at the same time. Lipid-bilayer corrals were filled 
with 99% egg phosphatidylcholine (PC, Avanti) with 1% NBD- 
phosphot idyl glycerol (NBD, Avanti) by mole, except for one which 
contained 9B% egg PC, 1% NBD and 1% ganglioside GMl (Avanti). Then the 
entire chip was probed with fluorescent -labeled Cholera Toxin subunit 
B, Alexa Fluor 594 (Molecular Probes) at a concentration of 4mug/mL in 
phosphate buffered saline. The chip was visualized by fluorescence 
microscopy. Results: This MembraneChipTM experiment demonstrated the 
feasibility of using lipid-bilayer membrane arrays for antibiotic 
discovery* by utilizing the specific binding of the Cholera Toxin B 
subunit s to the fluorescent ganglioside GMl, as an example of 
detecting a membrane binding /disrupting agent. Conclusions: This 
experiment demonstrates the MembraneChipTM as a platform for screening 
lipid targeting antimicrobial agents. MembraneChipsTM can be used to 
natively display many different microbial specific membrane targets to 
a large combinatorial peptide library for drug discovery. 
AUG - USA 

AW - ** Methods and E<juipment ** 

MembraneChip, laboratory equipment; lipid-bilayer membrane array, 
applied and field techni<jues 

- ** Alternate Indexing ** 
Bacterial Infections (MeSH) 

IW - ** Major Concepts ** 

E<juipment Apparatus Devices and Instruments; Infection; Membranes 
(Cell Biology) ; Methods and Techniques; Pharmacology 

- ** Diseases ** 

bacterial infection: bacterial disease, drug therapy 

agel 19.11.2003 12:55:05 



JOE* <XP 226051 1A_L> 



c:\epodata\sea\eplogf\intemal.log 



- ** Chemicals and Biocbamicals ** 
membrane-disrupting antibacterial agent: antibacterial-drug, 
antiinfective-drug, pbase I clinical trial, screening, development; 
cbolera toxin subunit B: toxin; Hexa fluor 594, toxin. Molecular 
Probes, reagent 
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